This study perhaps also points to some of the ongoing challenges of conducting intervention research in distinct and relatively small patient populations. In my view, the primary weakness of this study is that it is substantially underpowered for the original intent of the research. It is perhaps fortunate that the effect sizes from the intervention were as substantial as they were. Nevertheless, the much smaller than intended sample has restricted the depth of analysis that could be conducted in this study.
The manuscript generally presents the study and its outcomes well and reasonably represents the strengths and weaknesses of the research. The authors note that a weakness of the study is that it did not assess the effect of the intervention on clinical outcomes -and provide a reasonable explanation of why this is so. The authors could however have also noted as a weakness the fact that they also did not measure any changes in health behaviours (e.g., improvements in medication adherence). This would have been much more practically achievable within the study design and would have gone a little of the way towards indicating whether clinical outcomes could be expected to improve.
Specific manuscript comments:
The last 4 sentences in the Introduction (p. 6, Lines 4-13, beginning "The intervention was implemented…") read more like a part of the Method and could fit quite well between the first two paragraphs of the Method section.
The end of the Introduction would benefit from a statement of study aims/objectives, similar to that provided in the Abstract.
The second sentence in the statistical analysis section (p. 8, Ln 42.5) says "All categorical data have been calculated…", when it might be more accurate to say "All categorical data analyses have been calculated …" Table 3 . This should say Table 5 .
The Discussion, on p. 15, Ln 16, states that the study measured "health practices such as using health resources." It is not clear from the Method or Results whether or how this was done. This information is not obviously reported in Table 2 which seems to be entirely about measuring medication knowledge.
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GENERAL COMMENTS
This is an impressive study of a complex problem in hard-to-reach indigenous communities in three countries. The authors have described the study and results accurately and have provided a clear explanation of the limitations of the study design. The paper has great potential to add to our understanding of how to work effectively with indigenous populations, but currently falls short of reaching that potential. There are a number of issues that require attention to bring the paper to a publishable standard.
Firstly, the paper rests heavily on a custom designed intervention that reflected the views and preferences of the targeted communities. Some additional information on the intervention can be found in the protocol paper, and this gives the impression that established methods of communication were used -a booklet, educational session(s) with a trained health worker, and an interactive "app" that provided customized information on medication use.
One of the real sources of originality in the paper is in the engagement of the community, and the reported modification of the interventions to account for community preferences. This is referred to at the end of the introduction and implicit in the discussion of the results. Much more could be learned from this paper if it included more detailed information on this process of customization -what was learned, what was unique, and what might be generalizable. The results would be more meaningful, and aspects of the discussion better supported if this information were provided.
Second, in the introduction the authors recognize that health literacy means more than simple knowledge improvement -most definitions, including the one used by the authors also include reference to critical understanding of new information, and capacity to act on the basis of improved knowledge. Improving knowledge is a necessary but not sufficient method for improving health literacy. This is a particularly important issue in relation to the discussion of results. In the first paragraph there are references to "supporting patients to improve their health literacy skills and capabilities"; and "developing participant's knowledge and skill acquisition". There is currently no evidence in the paper to support the acquisition of new skills and capabilities. This limitation should be acknowledged, or additional justification for the assertions should be provided.
Third, the authors are sufficiently engaged and experienced in working with indigenous communities to know that the disadvantage they experience is a result of a complex set of historical, social and economic factors. Little account appears to have been taken of this wider context in the methodology and the presentation of results. This is surprising, and should be addressed more directly by the authors. As a minimum they should report of the assumptions they have they made about the homogeneity of the populations within and between countries, and on the impact that this might have on the observed results.
Finally, the discussion lacked an obvious logic to the narrative. It would certainly be strengthened by better focus on the original/unique contributions to the literature. At the moment it has several assertions unsupported by the results presented , and fails to discuss the potential importance of the more original aspects of the intervention. More information on the customization of the intervention, and the role of community engagement in the design of the intervention would help here, and would enable a contextualized discussion of the importance of the observed results. The authors make a bold statement that "there are clear benefits to culturally appropriate and community specific interventions" without really offering the reader the information to verify that statement. It would strengthen the paper if that were possible. Currently the assertion is supported by material that would be better positioned in the introduction (paragraph 3 in the discussion).
Overall, this study has great merit with some acknowledged limitations, but the paper doesn't yet fully reflect the originality of the work.
VERSION 1 -AUTHOR RESPONSE
Reviewer: 1 Reviewer Name: Remo Ostini.
WE THANK THE REVIEWER FOR HIS COMMENTS.
The authors could however have also noted as a weakness the fact that they also did not measure any changes in health behaviours (e.g., improvements in medication adherence Table 3 . This should say Table 5. CORRECTED.
OTHER DATA EG USE OF HEALTH RESOURCES WAS COLLECTED IN THE TRIAL BUT IS NOT REPORTED IN THIS ARTICLE WHICH FOCUSES ON THE PRIMARY OUTCOME (MEDICATION KNOWLEDGE). WE HAVE DELETED THE PHRASE 'AND HEALTH LITERACY PRACTICES SUCH AS USING HEALTH RESOURCES'
Reviewer: 2 Reviewer Name: Don Nutbeam WE THANK THE REVIEWER FOR HIS COMMENTS.
One of the real sources of originality in the paper is in the engagement of the community, and the reported modification of the interventions to account for community preferences. This is referred to at the end of the introduction and implicit in the discussion of the results. Much more could be learned from this paper if it included more detailed information on this process Third, the authors are sufficiently engaged and experienced in working with indigenous communities to know that the disadvantage they experience is a result of a complex set of historical, social and economic factors. Little account appears to have been taken of this wider context in the methodology and the presentation of results. This is surprising, and should be addressed more directly by the authors. As a minimum they should report of the assumptions they have they made about the homogeneity of the populations within and between countries, and on the impact that this might have on the observed results. Furthermore, there has been a strong shift in Indigenous-led research towards strength based approaches rather than focusing on disparities and deprivation experienced by Indigenous people, accordingly the latter are not a focus of the research presented here. Communities in each country were engaged throughout the research process and their experiences, culture and values incorporated in the design of the intervention. Heterogeneity between the communities was accounted for by enabling communities to design an approach that was tailored to them.'
Finally... The authors make a bold statement that "there are clear benefits to culturally appropriate and community specific interventions" without really offering the reader the information to verify that statement. It would strengthen the paper if that were possible. 
